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REMARKS /.ARGUMENTS 



Claims 1-24 are pending in the instant application, 
Clsim 8 and 10-24 have been withdrawn from conaicteraLion and 
subsequently canceled by Applicants in this response- Claims 
1-7 and 9 have befi^n rejected. Claims 1 and 9 have been 
amended- Reconsideration iii respectfully requested in light 
of the following remarks. 

I, Finality of Restriction Requirement 

The F.xam.lner has made final the Restriction Requirement 
mailed N(?veirilJBr 12, 2002. Therefore,' in an earnest efiiorL to 
advance the prosecution of this case/ Applicants have canceled 
nonelected claliiis 8 and 10-24, without prejudice. In light of 
the f.inality of this Restriction Requirement, Applicants 
reserve the right to file a divisional application to the 
canceled subject mattt^r. 

II. Amendment of title 

The Examiner suggests that the title is not descriptive 
and has required a new title Indicative of the invention in 
which the claims arc directed. Therefore in an earnest 
effort to advance the prosecution of this case and in 
accordance witli tiie Examiner's suggestion, Applicants have 



Received from < 8568101454 > at 9/17/03 2:40:25 PM [Eastern Daylight Time] 



09/17/03 WED 14:33 FAX 85681 




'4 



LAW OFFICES 



iiois 



Attorney Docket No.: 
Inventors : 
Serial islo . : 
Filing Date; 



BMS-O0:l5 
Salvati et al- 
09/885,827 
June 20, 2001 



Page 8 

amended the title to be descriptive of the invention to which 
the claimis are directed. Specifically, the title has been 
amended to "METHODS FOR THR TREATMENT OF A CONDITION 
REMEDIABLE BY ADMINISTRATION OF A SELECTIVE ANDROGEN RECEPTOR 
MODULATOR" . 

III. Information Disclosure statement 

The EMami.ner sufggests that the Inf orfnation Disclosure 
Statements filed 10/15/01. 0/23/02 and 10/11/02 failed to 
comply with the provi.siouLJ of 37 C.F.R. 1.97, 1,98 and MPEP 
609. 

Specifically, the Examiner suggests that the 10/15/01 IDS 
failed to comply because references AA and AB were ne\/er 
pvibliL^iied. It is respectfully pointed out, however, that 
these are pending U.S, patenL applicaLions . They have been 
identified in the Information Disclosure Statement in 
accordance wiLh the requirements of 37 CF.R. 1.98 by the 
inventor, application number and filing date. Further, the 
instant application claims priority to the provisional 
applications from which references AA and AB claim priority. 
Thus, in accordance with 1.98(d) Applicants do not believe 
that copies of such applications need b.e provided. 
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Howev/er, in .an earnest effort to facilitate the 
prosecution of Lhis case, Applicanti? are providing herewith 
copies of these pending U.S. Applications. Since Applicants' 
IDS submitted lD/15/01 clearly constituted a bona fide attempt 
to comply with 37 CF.R. 1.98, it is respectfully requested 
thai Lhese applications be considered and entered into Lhe 
record of this case. 

Applicants are also submitting herewith a Supplemental 
IDS and the requisite fee citing U.S. P^atent Application 
Serial No. 10/322,306 and ;l.0/322, 077 . These are contlnuation- 
in-parL applications of U.S. Patent Application Serial No. 
09/835,798 and 09/88b,3Sl, respectively, which wore cited in 
the IDS submitted October 15, 2001 by Applicants . 

The Examiner also suggests LhaL the 8/23/02 IDS failed to 
comply because references BM, BH, DP, CF-CI, CV-CX, FS-FU, and 
FW-FX are In a foreign language and references JA-JB, KA-KB, 
?xO-KP and KR-KS do noL have a listed publication date. 

It is respectfully pointed out, however, that English 
Abstracts sunvnarizing the teachings of each of references BM, 
BN, BP, CF, CH, CI, CW, CX, FS , FT, FU and FX and, thus, a 
concise explanation of their relevance with respect to Lhe 
instant invention were provided with the 8/23/0^ IDS, thus 
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meeting the requirements of 37 C.F.R. ■1..9B 3(i). With respect 
to references CG and FW, English Abstracts indicative o£ thei r 
relevance with respect to the instant invention are being 
provided herewith. With respect to reference CV, it is 
respectfully poinLed out that the corresponding European 
applicantion EP277476 was also provided as reference CE in 
English, Consideration of these references is therefore also 
respectfully requested ♦ 

With respect to publication dates for references JA and 
JB, Lhese are clearly indicated on the Chemical Abstracts 
submitted with the IDS as 1959 and 1966, respectively. 

With respect to references KA, KB, KO, KP, KR and KS, 
these are copies of results fro.ii searches performed by 
?\pplicants. Copies of those references identified from these 
searches, which were separately then ordered and obtained by 
applicants were also provided in the IDS, For example, U.S. 
Patent 3,261,845, identified in search KA is provided as 
reference ro of the IDS, WO 2000/06525, WO 98/16830, U.G 
Patent 3,998,833, U.S. Patent 3,821,232, U.S. Patent 
3,965,264, U.S. Patent 4,089,650, U.S. Patent 3,923,490, U.S. 
Patent 3,997,293, Chen et al. 1999, Kirby et al . 1985, 
Tosunyan et al. 1992, Krow et al. 1982, and U.S. Patent 
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4,«'52,S70 IclGntifled in search KB are provided as references 
KE, DQ, BG, BC, BE, BH, BD, BF, HQ, HT, HS, HV, and CS, 
respectively. W.ijnberg et al. 1982, Grogan et al . 196.3, 
BocksLahler ot al. 1.968, Joshi ,3t al. 1983, Gringauz et al . 
1968, U.S. Patent 3,261,845, Dominianni eb al.,, ChemAbstf. 
57, Jolivet 1960, Maruyama et a... 1981, D.s. Patent 3,343,9/10, 
Kwart et al. -.19.52, Berson eL al . 1954, and Mel'nikow et al. 
1956 identified in search KO are provided as reference.^ TK, 
llv IE, TG, IM, FO, JN, IP, TQ, IR, BA, IT, lU, and lY orlZ, 
respectively. U.S. Patent 3,261, 845 identif.led in search KP 
Is provided as reference fo. GE 1039020 Identified in search 
KR Is provided as reference GA. JP 7-:).44477, CN 1050877, DF. 
2365677, U.S. Patent 3,906,102, and U.S. Patent 3,925,554 
.identified in search KS are provided as references FX, FY, FZ, 
FP, and FO respectively. Applicants provided these search 
results in an earnest effort to provide the Examiner with the 
opportunity to consider the .'same information that was 
considered by the Applicants. See MPEP 609. However, should 
the Examiner maintain that the soarch results of KA, KB, KG, 
KP, KR and KS wil] not be considsired, Applicants . have stiil 
clearly met their duty of disclosure since references 
identified there.in, which were obtained by Applicants based on 
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theise search rciisults, were also provided with the IDS. 

IV. Rejection of Claims 1-7 and 9 under 35 U,S-C. 112, firsi 

paragraph 

Claims '1-1 and 9 have been rejected under 35 U.S.C, 112, 
first paragraph. The Examiner has acknowledged the 
specif iccitlon to be enabling for the atomic structural 
coordinate listing (Table A) of an androgen receptor-1 i.gand 
binding domain (AR-I.BD) , However, the Examiner siiggests that 
the specification does not rear^onably provide enablement for a 
method of inhibiting the growth of hormone dependent tumor 
ctillr^ by administering any selective androgen receptor 
modulator that interacts with' any androgen receptor complex. 
Applicants respectfully traverse this rejection. 
At the outset. Applicants respectfully disagree with the 
Examiner's characterization of tJie claimed invention. 
Contrary to the Examiner's sugge.stion, claima of the instant 
application arf=? not' drawn to adiiu.nistering any selective 
androgen receptor modulator that interacts with any androgen 
recepr.or complex, but rather are drawn to administerinq a 
selective androgen receptor modulator which exhibits 
antagonist activity in a hormone-dependent tumor while 
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exhibiting no activity or agoni:3L activity against other, 
nontiimor tissuei^ containing the androgen receptor. In 
accordance with MPEP 2164, it i:; this claimed invention that 
one hikill.ed in the art musL be f^abled to make and U3e for the 
application to meet the enablem^mt requirements of 35 
112, first paragraph. 

Multiple methods, in addition to that acknowledged by the 
Kxaminer to bo enabling for thci atomic structural coordinate 
listing (Table A) of an androgen rcceptor-l igand binding 
domain, (AR-LBD) are set forth in the specification to make 
and/or identify selective androg<=^n receptor modulators (SAHMS) 
for use in tlie present invention which exhibit antagonist 
activity in a hormone-dependent tumor while exliibiting no 
activity or agonist activity against other, nontumor tissues 
containing the androgen receptor. 

The Examiner is respectfully directed to page 8, lino 13 
to page 9, line 5 of the instant specification wherein methods 
are taught for ascertaining antagonist activity in hormone-- 
dependent tumors via screening for inhibi tion of growth In 
vitco in hormone-dependent tumor cell lines. As taught in the 
specification and evidenced by the .multiple references cited 
at this section of the applicat ic-n, screening in these cell 
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lines is well accepted by thoise skilled in the art as 
indicative of the pharinacology of human hormone-dependent 
.Lumors. The Examiner Is also respectfully directed to page 
9, lines 6-21 of t:he sped f icaLion wherein methods are taught 
for ascertaining no activity or agonist activity in vitro in 
normal aontumor cell lines. Also, see page 9, line 22 through 
page 10, line 20 of the specification wherein in vivo models 
widely recognized as having a direct correlation to the 
effects of the agents on the AR Pathways are taught for 
identifying SARMs for use In the clainied methods. 

Additional dctai.ls rcisgarding uise of these in vitro and in 
vivo models are set forth in the ^Ixamples 3 through 13 at 
pages B5-98 of the instant speci::ication . 

The Examiner is further directed to page 21 of the 
specification beginning at line f'l wherein preferred SARM3 for 
use in the claimed methods of the present invention are 
defined by their activity in ther^e- in vitro and in vivo 
models. 

Further, as taught beqinninc at page 4 4 paqc;. line 2 of 
the instant specification, it wa:^ these in vitro and in vivo 
assays that were used by Applicants to identify exemplary 
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SAms aet forth in the application and used in the claimed 
methods , 

Clearly, the ispeclf ication is enabling for alternative 
methods, in addition to the iTiet/iod relating to the atomic 
strucLural coordinate listing (Table A) of an androgen 
receptor-.l igand binding domain (AR-LBD) , to make/identify 
3ARMS which exhibit antagonist activity in a hormone-dependent 
tumor while exhibiting no act.iv:.ty or agonist activity again^st 
other, nontumor tissues containing the androgen receptor and 
to use such SAKMs in the claimed invention- 

Accordingly, withdrawal of this re-jection under 35 U.S.C. 
"112, lirst paragraph iti respectiully requt?iited. 

Claim 9 is further rejected under 35 U.SX. 112, first 
paragraph, because the E:<aminer suggests that the 
specif TcaLion does not enable any person skilled in the cirt to 
which it pertaint^, or with which it is most, nearly connected, 
to use the invention commensurat in scope with this claim. 
The Examiner has acknowledged th-^i specification to be enabling 
for SARM compounds that were tested in vitro and .in vivo to 
determine whether treatment was effective in remedying a 
condition in prostate tumors and various cell lines as seen in 
the Examples. However, the Examiner suggests that the 
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specification does not reasonably provide enablement for a 
method of treatment of all cond..tions listed in claim 9 by 
administering a selective androcen receptor modulator in an 
effective way. 

Applicants re.^jpect fully disagree. 

The test of enablement, as set forth in MPEP 2164.01, is 
whether one reasonably skilled in the art could make and use 
the invention from the disclosure in the patent coupled with 
information known in the art without undue experimentation. 
In accordance with MPEP 2164 . 01 (::) , when one skilled in the 
art, based on knowledge of compounds having similar 
physiological or biologi.cal activity can discern an 
appropriate method of uses w.i thou;: undue experimentation, this 
is sufficient to satisfy 35 U.S.C. 112, first paragraph. 

In the instant application. Applicants have demonstrated 
through mu.lti.ple in vitro and in vivo experiments the ability 
of exemplary SARMs of the present invention to bind to the 
androgen receptor and inhibit or antagonize its function in 
hormone-dependent tumors while e:<hibiting agonist activity 
against other, nontumor tissues containing the androgen 
receptor. See in particular page 44-4 6 of the instant 
specification and Examples .3-1.?,. Such evidence of 
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pharmacoioglcal activiLy is clearly supportive of the use of 
these SARMs in additional known androgen-receptor mediated 
disorders as set forth in claim 9, particularly since 
modulation of androgen receptor function is an established 
therapeutic strategy for treatment of such conditionij. 

Thus, one skilled in the art could make and use the 
invention as set forth in claim 9 without undue 
experimentation . 

Therefore, the instant specification meets the enablement 
requirements of 35 U.S.C. 112, first paragraph, with respect 
to claim 9 and withdrawal of this rejection is respectfully 
requested . 

V. Rejection of Claims 1-7 and 9 under 35 U.S.C. 112, second 
paragraph 

Claims 1-7 and 0 have been rejected under 35 U.S.C. 11.2, 
second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter 
which the applicant regards as the invention. 

In particular, claim 1 is svggestcsd to be vague and 
indefinite because, in line 4, the phrase "exhibits antagonist 
activity" does not include sufficient antecedent basis as to 
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what thfe^ antagoni-sl: activity is directed against- 
Accordingly, in an earnest effort to advance the prosecution 
of this case. Applicants have amended claim 1 to clarify that 
the antagonistic activity is directed against growth of the 
hormone-dependent tumor. Support for this amendment can be 
found throughout thc^ specification, for example, at page A, 
lines 5-7, page 7, lines 17-20 and page 8, lines 16-18. 

Claim 9 is aliso rejected as vague and indefinite due to 
its reference to a non-elected claim. Accordingly, in an 

earnest effort to advance the pro^secution of this case, claim 
9 has been amended to be independent. Support for the 

amendment Lo claim 9 is provided in claim 8, now canceled. 

Claim 9 has also been amendcjd to provide the full name of 

VEGF as vascular endothelial growth factor in accordance with 

the E:<amirier'3 suggestion and the-, well known use of this 

abbreviation . 

Withdrawal of these rejections under 35 U.S.C, 112, 
second paragraph, is respectfully requested in light of these 
amenfiuents which make explicit what was implicit in the 
origi nal claims . 
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VI. Rejection of Claims 1-7 and 9 under 35 U.S. C. 103 

Claims 1-7 and 9 have been rejected under 35 U.S.C. 
103(a) 33 being unpatentable over Thorpe et al . (U.S. Patent 
6,00/1, 554) in view of Zhi et al.. (U.S. Patent 6,358,947) and 
Li et al. (U.S. Patent 6,469,02^1). The Examiner suggei^ts that 
it would have been obviou.s to one having ordinary ski.!!, in the 
art at the time the invention was made to include the 
administration of. selective andcogen receptor modulators (as 
stated by Zhi et al . and Li et al.) in the methods of 
inhibiting and treating prcutate tumor cells (as stated by 
Thorpe et al) with a reasonable expectation of success. The 
Exam.iner suggests that motivation to do so ii5 given by Thorpe 
et al. who teach that developing succe.sstul antitumor agents 
via selective target agents and :he teaching of Zhi et al . and 
Li et al. relating to compounds -.hat target androgen 
receptors . 

Applicants respectfully traverse this rejection. 

At the outset, Applicants respectfully disagree with the 
Examiner's characterization of the Zhi et al. and Li et al . 
patents as teaching selective androgen receptor modulators. 
Both the specification and claims of the instant application 



Received from < 8568101454 > at 911/103 2:40:25 PM [Eastern Daylight Time] 



09/17/03 WED 14:37 FAX 856810TT54 LAW OFFICES 



Attorney Docket No.: BMS-0015 
Inventors: Salvati et al. 

Serial No.: , 09/885,827 

Filing Date: ' June 20, 2001 

Page 20 

clearly require a SARM for use ;..n the present invention to 
exhibit anLagonist activity in hormone-dependent tumors 
while exhibiting no activity oc agonist activity against 
other, nontoinor tissues containing the androgen receptor. 
bJeither 7,hi et al. nor Li et ai. teach such compounds. 

Zhi et al. describe non.steroidfll compounds thaL are 
primarily high affinity, highly selective modulators of 
progesterone receptors, not androgen receptors. While there 
iis mention thaL these compounds may modulate a process 
mediated by an androgen receptor {see claim 4), it .is clear 
Irom teachings at column A, linei .35-48, of this patent, that 
such activity is secondary to il-.^ progesterone receptor 
modulaLinq ability. Accordingly, the compounds of Zhi et al. 
are clearly not KARMs as defined in both the detailed 
description and claims of the in;.iLant application. 

T..i et al. describe tetrahydroiaoquinoline analogs for 
stimulating endogenous production and/or release of growth 
hormone. While Li et al. teach ct column 44, lines 47-61 that 
their analogs may be administerec. in conibination with a 
selective androgen receptor modulator tjuch as taught by 
Edwards, J. P. et al. Bio Med. Che.n Let. 9, 1003-1008 (1999) 
and Hamann, L.G. et al . J. Med. Chem. 4;!:210-212 (1999), the 



Received from < 8S681014S4 > at 9117/03 2:40:25 PM [Eastern Daylight Time] 



09/17/03 WED 14:38 FAX 8568101454 LAW OFFICES 



L^^5 



Attorney Docket No.: BMS-OOns 
Inventors: Salvati. et al. 

Serial No.: , 09/885,827 

Filing Date: ■' June 20, 2O01 

Page 21 



analogs taught by Li et al. are not SARMs as defined in the 
detailed de:-:cription and claims of the instant, application. 
Nor are the selective androgen receptor modulators of Edwards 
GL a.l. or liamann et al . since they do not exhibit antagonist 
activity in hormoae-dependent tu;Tiors while exhibiting no 
activity or agonist activity again.st other, nontumor tissues 
containing the androgen receptor, In.^tead, the compounds 
di.scloscd by Edwards et al . and Jiatnann et al. are demonstrated 
to have partial agonist activity In an engineered reporter 
assay in a CVl (green monkey kidney cells) assay in which both 
the AR and reporter constructs are transfected into the cell. 
No data are presented or discussed in either of these 
r.-ei:erences with respect to the effects of these compounds as 
antagonists that inhibit growth of hormone-dependent tumors. 

Accordingly, the secondary references of Zhi et al . and 
Li Gt al. cited In this conibinatlon of prior art do not remedy 
the Examiner's acknowledged deficiency in the teachings of 
Thorpe et al., namely no mention of selective androgen 
receptor modulators. Thus, the cited combination of prior art 
falls to provide the requisite motivation or suggestion to 
arrive at the instant invention; the con±)ination of references 
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fails to provide any reasonable expeotiition of success; with 
respect to the instant inventior; and finallyr the cited 
combination fails to teach or <^\:,gge.st all the limitations of 
the instanL claimed invention. Thus, the basic requirements 
of a prima facia case of obvioutmess , as set forth in MPEP 
2143 are not met by this combiiici tion of references, 

Th^;refore, withdrawal of this rejection under 35 U.S,C. 
10:-i is reiipectfully requested, 
VII ■ Conclusion 

Applicants believe that Lhf foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
favorable; reconsideration and subsequent allowance of the 
pending claimis is earnestly solicited. 

Respectfully submittedr 



Katjlileen A. ^^yrreil/ 
Reqistration %b , 38,350 



Date: Ji ^ne 16. 2003 

LICATA J& TYRRELL P.C. 
66 Rast I^ain .Street 
Marl ton. New Jersey 0805 3 
Tel : 856-S10-1515 
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CCP Of appl.rcation us 92819910 
Dlv ex application US 9364257 
Div ex patent US 5411981 

c:p of application us 92819910 
Reissue of patent US 5411981 

l>:::evious Publ. patent JP 4308579 

Abstract (Basic) : EP 494819 A 

Phenyl itudiazolidine derivs . o::" formula (1) are new. In (I) Rl i=i 
CN, W02 Or halogen; R2 = CF3 " ur halogen; A-B = gp. of formula (i) or 
(ii) ; K O or S; R3 = H, alkyl, alkenyl , alkynyl, aryl , or aralkyl of 
up to 12C, opt. substd. by one or more of OH, halogen, SH, CN, acyl or 
acyloxy of up to 7C, S-aryl opt. si.±)Std. and in which the S atom may be 
oxidised, COOH which may be free, esterified, amidified, or salified, 
NH2, mono- or di- alky 1 amino, or a ?,-6 membered hetercycle which may 
contains S, 0 or N atoms, the alkyl, alkenyl or alkynyl gps . may be 
interrupted by one or more 0, N, S. SO, or S02 groups, and aryl and 
aralkyl gps. may be substd. by alk^/l , alkenyl, alkynyl, alkoxy, 
alkenyloxy, alkynyloxy, or C»r'3 gps. Y = O, S or =NH, except for those 
prods, whexe A-B is of formula (ii:..) where X is 0, R3 is Y is 0 or 
NH R2 = halogen or CF3 , and Rl = n:..tro or halogen. 

USE - The cpds. inhibit the elffect of androgens on peripheral 
receptors, and may be used to treat proscace adenoma and neoplasia, 
benign prostate hypertrophy, certa:.n cancers, esp. of the breast, 
brain, skin, and ovaries, as well <ls of the bladder, lymphatic system, 
kidneys, and liver. They may also he used to treat hirsutism, acne, 
seborrhoae, androgenic alopecia, and. hyperpilosity . (45pp Dwg.Wo.O/O) 

Abstract (Equivalent) ; EP 494819 B 

The products of general formulii (X) : in which: Rl represents a 
cyano or nitro radical or a lialogei:. atom, R2 represents a 
trif luoromechyl radical or a haloq^iin atom, the group A-B is chosen from 
the radicals (i) or (ii) ; in which X represents aa oxygea or sulphur 
atom and R3 is chosen from the following radicals : a hydrogen atom, 
alkyl., aj.iceny]., alkynyl, aryl or arylalicy.L radicals having at most 12 
carbon atoms, these radicals being optionally substituted by one or 
more substituents chosen from the I'ol lowing radicals, hydroxy, halogen, 
mercapto, cyano, acyl or acyloxy hsiving al mosc 7 carbon atoms, 
optionally substituted S-aryl, in v/hich the sulphur atom is optionally 
oxidised in the form of the sulphoj:ide or sulphone, free, esterified. 
amidified or salified carboxy, amino, mono- or dialkylamino or a 
heterocyclic radical having 3 to 6 links and containing one or more 
heteroatoms chosen from sulphur, o>.ygen or nitrogen atoms, the alkyl, 
alkenyl or alkynyl radicals be.-i ng moreover optionally interrupted by 
oae or moce oxygen, nitrogen or sulphur atoms optionally oxidised in 
the form of the sulphoxide or sulphone, the aryl and aralkyl radicals 
moreover being optionally substituted by one of the following radicals: 
alkyl, alkenyl or alkynyl, alkoxy, alkenyloxy, alkynyloxy or 
trif luoromethyl ; V represents an o>ygen or sulphur atom or an =sKfH 
r^^dical, with the exception of the products in which the group -a-r- 
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represents the radical (iii) ; in which X represents an oxygen atom and 
R3 represents a hydrogen atom and Y represents an oxygen acom or an NH 
radical and R2 represents a halogen atom or a crif luoromethyl radical 
and Rl represents a nitro radical or a halogen atom 
(Dwg.o/0) 

Abscract (Equivalent) : US 5627301 A 

Compounds of formula (I) and their acid addition salts are new 
HI = -CN, -N02 or halogen; 
R2 = -CF3 or halogen; 

-A-B- = -(X=.)C-(R3)W" or -C ( -;3-R3 ) =N- ; 
X = -o- or -S-; 

R3 = (a) alkyl, alkenyl and alkynyl of up to 6 carbon atoms 
optn.onally interrupted by oxygen or optionally oxidised sulphur, phenvl 
and phenyl (l-6c)alkyj (all substituted by at least- one -SH, acyioxy of 
an aliphatic carboxylic acid up to 7 carbon atoms, -phenyl, -o-phenyl 
-0-phenalfcyl, halo -S-phenyl. the sulphur be.i ng optionally oxidised to 
sulphone or sulphoxide, or 3-6 menOsered heterocycle and containing at 
itho^-^''^ oxygon sulphur and nitrogen, phenyl and phenalkyl optionally 
substituted by halogen, -CF3, a.lkyl, alkoxy, alkenyl, alkenyloxy, 

^I'^r'y^oxy,- (b) trid-eOalkylsilyl,. (c) acyl and acyloxy 
of a 1-7C organic carboxylic acid; Y = =d, =S or. 

Owg.0/0 

Title Terms; NEW; ANTI; ANDROGENIC; PHENYL, XMIDAZOLIDINE; DERIVATIVE- 

TREAT; TUMOUR; BENIGN; PROSTATE; HYPERPLASIA; HIRSUTISM; ACNE; SEBORRHOEA 

□erwent class: h03 

International Patent Class (Main) t ACIK-OOO/OO ; A61K-Q31/415 ; C07D-2^3/28' 
C07D-:;33/60; C07D-2:3 3/66 / C07D-233/70; 0070.2 3 3/72; 0070-23 3/76"- 
C07D-232/86 ^ ' 

international Patent class (Additional): A61K-031/145 ; A61K-031/41- 
A6TK-031/435; A61K-03n /.195 ; AeiP-005/28r A6ip. 013/08; A61P-017/14. 
A61P-035/00; C07D-:233/54; C07D-233/73; C07D-233/84; C07D-233/58- ' 
C07D-233/96; C07D-4ai/l2; C07D-403/i:.> ; C07D-405/04; C07DM05/06' 
C07D-405/12; C07D-409/a2; 0070 • 413/ 1;> ; C07D-417/12 
File Segment: CPI 

Manual Codes (CPl/A-li) ^ B07-G09; B12 A07; B1?.-G01A; B12-C07- Bl'^-r.05 
Chemical Fragment Codes (M2) : ' 

*01* M710 M781 M903 PSll P617 Pe33 P<>30 P943 922 9 ■ 07601 -N 

*02* M78-J. M903 Pfill P6l7 P633 P930 P</43 9229-07602 -D 

*03* M710 M903 9229-07603 -N 
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FILE MICA' liNTERED AT 14:18:25 ON 13 JUN 20i:t:i 
LI 1 S JP51088631./PN 

Record txom Qxeioical Abstracts 

LJ. AN.9WER 1 OF 1 HCA COJ:>:i:ftIGHT 2003 ACS 
AN 85:172785 HCA 

TI 1- (3 Nit:ro-5-halogen.ophenyl)pyrrolidine-2 , 5"diorit! ddtrivatives as fungicidRs 
PA Sumitomo Chemical Co., htt^-r Japan 

IN Kat;o, Toshiro; Karrieda , Nobuyuki; Hisada, VoMhiO; Fujinami, Akira 
PATENT NO. KIND DATE 



PT JP 510S8631 19760^03 
GI 




AB The title compels. T [X - halogen, A = CR1R2CR3K4, (R1,R?,.R5, and R4 = H or lower alkyl) , B 

(Rli,Rb*,R7, and R8 = H or lower alkyi) , Cr9:CR10 CR9 and RIO = H or lower alkyl) , C (Y = 0 or 
mcLhyiene) / and D (Z = O or methylene)] prepared by condensation of H02CAC02H with II i^sid 

ased as f ungloitiw!^ . Thas. n- {3-chloro-5--nll:.rophenyl) succinimide (III) f6054S-SG-4l wae 
obtained by tr*5ytinci succinic anhydride [.DS-SO-D] with 3-chloro-5-nitroaniline [62a3-25-6l . 
lii, sprayed cir. looo pom on rice, pi-evenr-til Pellicularia sasaki-i -infection. 



FILE 'WPIX' ENTERED AT 14:19:13 ON 13 JON 2'103 
L2 1 a LI 

Record from Derw^nt WPX 

b2 ANSWER 1 OF 1 WPIX (C) 2003 THOrlSON DERWilINT 
AN 1976-71175X [38] WPIX Full. -text 

TI Pungicidea containing ni tro- ha I ophtinyl- pyrrol idione -drone derivs - prepd from 

dibaflTC ac:id!;i or anhydrides and anilines. 
PA tSTJMO) SUMITOMO CHEM CO LTD 
PI JP 51088631 A 19760^03 (197638)* 

JP 53039488 B 19781021 (197846) 
PRAI JP 1975-13872 19760131; JP I977-1.'50940 197803X3 
DC CO 2 

AB JP 5.1088631 A UPAH : 19930901 

Non-medical fungicides contain 1- (3-n.i tro» 3-halophenyl) -pynrolidinG-2 , 5- dione derive . (i) ac 
effective ingreditint i (where X halogen; x = ethylene gp, ot formula (A) (where R.i , R2, R3 
and R4 - IT or LowKr alkylj , cyclopropylenR gp. of formula (D) (where R5 , R6, R7 and RB « H or 
lower alkyl). vinyl(>n<> rjp. of formula (C) (where r9 and RIO « II or lower alkyi), 
c:ycloh<ixylene gp. of fonnulfi (D) (where Y 0, methlene) , or cyclohexnylene oP* or 
meithylidene ec.hyi«n« gp. (aic) of formula (^) (where z o or methylene) . For preparation of 
(I) , dibasic ac:ic^ (ll) or its anhydride is dehydrated and condensed with an aniline (ill) : 
(I) has marked controlling action against i wide range of diseasisa of various kinds of crops. 
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p>rrroUdinc-2. 5*di0a« deriv'- ef/octive ingredient 



0^-0 



o ^' 



~.C -c- 



EXAMPLE 



^9 Rifl 



Rs 



(C) 



•CH 



CIS 



CH 

(wlxre X s Ka|ob«Q* A ~ ethylene gp. oi formula (A) (urhore 

^» ^4 - H or Xaver Aikyl}, cyciopzopyiene gpu 
ol fcTmiiU (h) (wharti ^7 *nd Rfl ^ H or lower alley I 
vinyleM gp. of forauU^ (C) (where R9 4nd R|o ^ H or lower 
*ikyl}i cycl<sh«!3cyXeAe q( fon»uXA (D) (vvhere V = O, 
methylene/, cydohexeayleAe gp. »r mcihylidene ethyi«n« 
(tic) of formtfU (£) (whef^ 2 a O ar mothylcftfi)- f'or 



N0.1S9 



P.l 



prepn. of (X). dib&4iic acid (HJ or ic« anhydride i» dehydr^- 
«d And condanved with ^ ajviUne (XU): 



COOK- 



COOK (11) 



(I) ll&i mAT)ci-d 

AgaiBMt & wide 
range of dUease 
of VAziouA Vind> 



l^-Dijn«(hyl* 1,^ 'CyclopropAnc-dicarboxyLic ^cid^ 3.7 g, 
^ of 3^€hlore-S-nitrt3iimUne, Q.l g of trickhyla^ine,- and 
30 ml fif xylene were charged in a SOO fall £kiu.r**tfpoqltt lla.3k 
equipped with a moi^lure sepbTatov and reauxad with agUai 
ing for 3 hrl. Aftey* the reaction, the xylene was dlKtUled 
out under vacuum, the resalting crude products b«ing recri 
ertalUzed from n -hex^ne -henselae n^lxed solvent to give N-( 
chl<iTo-S**nif rophenyL} - 1 «Z -dimrthyl ,Z-dicarba<yiniide » 



7l17M/» 
NHQH MOYAKU KK 

mHsddol 




003 (an) > NIPY 39.01.75 

idol ^mm* - cAHlAT MMftlt^fnoHiykhtof^phAvyl- 
lilMiefw^ fc^wyjic MM^dnm^m^ft B»OCfi««r ■ft fi edi*f»t» 



Syeiereiatic^ltoiiiciciai coxTwfra»- coxurieT of (J) 2<-mc¥hy) •3- 
(2vAffthyl*5^chlApphenyi)^^qlIUllAxol^fke}, mttd (U) 4.4'- 
dihromobaoz^lic a-cid ito^opyli eCfuctive iagrcdicnu. 
The tynergUni ia strb«)t/^nd the cotnp^n^. have both excell- 
ont ovieidal actsan and J^vae- and kdult-killiag ^ciiozip «ith 
re idual effect; they are cka» markedly efXectlve for cent roi- 
ling rtiUUnC raicv»y RaiioSt(l (I) to (tl) can he dntorxniAcd 
from a wide range ;y/or the xnA^idml jietion, p?i)f. (Ij : {V] ^ 
3:2-1:1. 

HTcSrSpdiM I, 30 parte. 2.0 part#Sfif compouod 11, 
part! of elay/O parci of c^ULum li^lstw rmtfonace . »4»d 2 
part* of na^Hyiphenol polyoxy ethylene eth^«c.were tnijced homo' 
geAcau*l^pd grotind to give weitaWe ageTic* Thia w4L3 dilu- 
ted witl/water to l.OOD^l^^OO tin^Mi. (Z) Compound (I )« 3C 
parts. 30 part0 of cpfnpo^Rd (tl)> 35 pat* of sodium dodeiyl- 
b^nxenc euUorUtei and 2 pftrld of pblyvinyl -alcohol iwere 
mixed homageneoaaly and ground co give wettabLe pow^dci. 



C6-D6. ClO-ca. Cia-ti4. C12-C9. 



n 



7n77X/3t COl 
KUMIAI CHEM INO KK 

{|l^t,:f9iaA^niP4 /da617d) 

contain rnixt. eVshifO ipeci^od 



TSUI 31.01.75 

mhtant Mph«Hix dntHcepn • 
iphGl^^ttdovtvi 



Xaaeccicidee ^vfa^ch effei 
n ei«ieticop# 
bcfi:iyX photphorod: 
beaxyl phOK^Jborc 
applied on ovorgL 
but tlio wixfc* of ivwitb mP 
tbe water (lic). /The mixt. 
4yiMirgiaue ci^ct which if 



ively contTpt reaictant Nepbotett- 
dlxnttthyU6<»ua(efehoxy car booyl) - 
(PAP) aa4 0, 0-dilaopropyl'S- 
P). PAP i« » chemical which ia 
- pLanta or bodies of iiuiecti 
; applied aa tho aurfkcc of 
~ and IBP iihow« ^troug 
^ be due to ih-a fact tbot 
vPAP inhibits IBP. 



the caxbcxyerferMe whjicb d 
SXAMPUE / ^ 

rPA3?pX.O wtA. 1-0 oi ;bP, a.S^^f Joaserguhr, 9-5,0 

wt ll of muture of talc atid kaolin Were mixed and ground to 
give du^ 2 PAP, 20 wt %. 20 wt % of IBF. 30 wt % of Itit^al^ 
gnbr. Zjfm % of kaoliA* 2 wt % of sodium dodecyHicnzkene 
s^lfboat* aad 3 wt ^ of sodium ligialo sulfoxiate were mia^d 
mnd syouxut to give wettable powde:r. Thi« «a« suspended in 
on awlic tloA. 3 PAP. 2S ^ ISjwt % of IBP^ 35 wt 



C5*B1N, CU-CV, Cli-Ni. 
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